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Applicant's or agent's file reference 
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International application No. / 
PCT/GB96/02061 \/ 


International filing date (day/month/year) 
23 August 1996 (23.08.96) 



1. The following indications appeared on record concerning: 

X the applicant X the inventor | | the agent | | the common representative 


Name and Address 

COSSET, Frangois-Lois 
32, rue L.-Thevenet 
F-69004 Lyon 
FRANCE 


State of Nationality 
FR 


State of Residence 
FR 


Telephone No. 
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Teleprinter No. 
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COSSET, Frangois-Lois 

30, grande rue de la Guillotiere 

F-69007 Lyon 

FRANCE 


State of Nationality 
FR 


State of Residence 
FR 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
1 X 1 the receiving Office [ | the designated Offices concerned 
I 1 the International Searching Authority [ X | the elected Offices concerned 
1 1 the International Preliminary Examining Authority | | other: 



The International Bureau of WlPO 


Authorized officer 


34, chennin des Colonnbettes 


F. Gateau 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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United States Patent and Trademark 

Office 
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Crystal Plaza 2 

Wa<;hinaton DC 20231 

ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing: 

06 March 1997 (06.03.97) y 




international application No.: /. 

PCT/GB96/02061 v-/ 


Applicant's or agent's file reference: 
JEC/BP5237227 


International filing date: 

23 August 1996 (23.08.96) 


Priority date: 

23 August 1995 (23.08.95) 


Applicant: 

COLLINS, Mary, Katharine, Levinge et al 



1. The designated Office is hereby notified of its election made: 

I X I in the demand filed with the International preliminary Examining Authority on: 

05 February 1997 (05.02.97) 



I I in a notice effecting later election filed with the International Bureau on: 



2. The electio 



□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b)- 



The International Bureau of WlPO 


Authorized officer: 


34, chemin des Colombettes 




1211 Geneva 20, Switzerland 


J. Zahra 


Facsimile No.: (41-22)740.14.35 
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/ FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. / 
PCT/ GB 96/ 02061 


International filing date (dayjmonthlyear) 
23/08/1996 


Priority date (dayjmonthlyear) 

23/08/1995 


Internationa! Patent Classification (IPC) or national classification and IPC 

C12N15/86 


Applicant 

CANCER RESEARCH CAMPAIGN TECHNOLOGY LTD. et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. 



sheets, including this cover sheet 



This REPORT consists of a total of ^ 

I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
— been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). ^- 



These annexes consists of a total of 



sheets. 



This report contains indications and corresponding pages relating to the following items: 

I Basis of the report 

II Priority 

in Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV I I Lack of unity of invention 

V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

VI I I Certain documents cited 

VII I I Certain defects in the international application 
VIII Certain observations on the international application 



Date of submission of the demand 
05/02/1997 


Date of completion of this report 

20.06.97 


Name and mailing address of the I PEA/ 

European Patent Office 
JyA D-80298 Munich 
Q/Jl Tel. ( -r 49-S9) 2399-0, Tx: 523656 epmu d 
Fax! ( + 49-89^ 1399-4465 


Authorized officer A 
Telephone No. /\} 



^ Intern, application No, 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT. PCT/GB96/02061 



I. Basiis of the report 



1. This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving 
Office in response to an invitation under Article 14 are referred to in this report as "originally filed" and are 
not annexed to the report since they do not contain amendments.): 



[x] the international application as originally filed. 

[ ] the description, pages , as originally filed, 

pages , filed with the demand, 

pages , filed with the letter of 

pages , filed with the letter of 



the claims, Nos. , as originally filed, 

Mos. , as amended under Article 19, 

Nos. , filed with the demand, 

Nos. , filed with the letter of 

Nos. , filed with the letter of 



[ ] the drawings, sheets/fig , as originally filed, 

sheets/fig , filed with the demand, 

sheets/fig , filed with the letter of 

sheets/fig , filed with the letter of 



2. The amendments have resulted in the cancellation of: 

[ ] the description, pages . 

[ ] the claims, Nos. . 

[ ] the drawings, sheets/fig . 

3. [ ] This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4, Additional observations, if necessary: 
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V. Reasoned stateient under Article 35(2) with regard to novelty, inventive step and industrial applicability; 
citations and explanations supporting sucb stateient 



1. STATEMENT 



Novelty (N) Claiis 1-29 YES 

Claims NO 

Inventive Step (IS) Claims 1-29 YES 

Claims NO 

Industrial Applicability (lA) Claims 1-29 YES 

Claims KO 



2. CITATIONS AND EXPLANATIONS 

The following documentzs have been considered for the 
purposes of this report: 

Dl: Virol., JL85(2), 1991, pp. 862-66 

D2: J. Virol., 6£(12), Dec. 1995, pp. 7430-36. 

I) The subject-matter of the present set of claims is novel 
(Article 33.2 PCT) over the prior art documents cited in 
the International Search Report (ISR). 

II) The problem underlying the present application can be 
defined as the provision of an expression system in 
which a gene of interest is expressed at an optimal 
level. 

The solution proposed is based on the use of the in- 
efficiency associated with the translation reinitiation 
process in a recombinant expression vector as defined in 
present claim 1 . 

The reinitiation of translation being a relatively in- 
efficient process, the product of the selectable marker 
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gene is expressed at lower levels than the product of 
the gene of interest. This ensures that during the sub- 
sequent selection procedure, only those cell clones 
which express the gene of interest at higher or optimal 
levels will survive the other will be eliminated by the 
selection process. 

Document Dl (which can be considered to represent the 
closest prior art document amongst those cited in the 
ISR) also discloses (see in particular page 862, right 
column and Fig.l) an expression vector comprising a gene 
of interest (Hn) and a selectable marker gene (Neo). The 
main difference between the present invention and Dl is 
the following. According to the present invention the 
selectable marker is arranged downstream of the gene of 
interest whereas in Dl the selectable marker is arranged 
upstream of the gene of interest. Thus, in Dl the marker 
gene is not expressed at a lower level than the product 
of the gene of interest and the effect obtained with the 
expression vector of the invention (namely, when the 
marker protein is expressed at detectable levels, the 
gene of interest is expressed at higher levels) is not 
achieved. 

The use of the translation reinitiation process for the 
construction of the present recombinant expression vec- 
tor was not derivable in an obvious manner from Dl alone 
or combined with other documents cited in the ISR. 
Therefore, the present set of claims fulfil the require- 
ments of Article 33.3 PCT. 

Ill) The priority documents pertiaining to the present appli- 
cation were not available at the time of establishing 
this report. Hence, it is based on the assumption that 
all claims enjoy priority rights from the filing date of 
the priority document. If it later turns out that this 
is not correct, the document D2 cited in the ISR could 
become relevant. 
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VIII. Certain observations on the international application 



The followinq observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are lade: 



Claim 14 is not clear. Said claim refers t:o " tJie re- 
combinant expression vector" whereas claim 10 defines 
two recombinant expression vectors (a first and a sec- 
ond) . 

The same remark accounts mutatis mutandis for claim 15 
for the expressions " the retroviral vector" and "the 
packaging-deficient construct" . 
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